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Basis of the report 



[x] the claims. 



1 . With regard to the elements of the international application:* 
I I the international apphcation as originally filed. 

the description, pages 1-44, as originally filed, 

pages , filed with the demand, 
pages , received on with the letter of 
pages 45, as originally filed, 

pages , asaniended(togetherwittianystatement)under Article 19, 
pages , filed with the demand, 

pages 46, 48-55, received on 31 January 2005 with the letter of 31 January 2005 

47, received on 24 February 2005 with the letter of 24 February 2005 

pages 1/7 - 7/7, as originally filed, 
pages , filed with the demand, 
pages , received on witii the letter of 
I I the sequence listing part of the description: 

as originally filed 
filed with the demand 
received on with the letter of 



X the drawings. 



pages , 
pages , 
pages , 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in 
which tiie international application was filed, unless otherwise indicated under this item. 

These elements were available or finnished to this Authority in the following language which is: 

I I the language of a translation fiunished for the purposes of international search (under Rule 23.1(b)). 

I I tihe language of publication of tiie international application (under Rule 48.3(b)), 

I I the language of the translation fiimished for the purposes of international prelimmary examination (under Rules 55 .2 
and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 

preliminary examination was carried out on fee basis of the sequence listing: 
I I contained in the international application in written form. 

I I filed together with the international application in conq)uter readable form. 

I I furnished subsequently to this Authority in written form. 

I I fiimished subsequentiy to this Autiiority in computer readable form. 

I I The statement that the subsequently fiimished written sequence Usting does not go beyond the disclosure in the 
international apphcation as filed has been fiunished. 

I I The statement that tiie information recorded in computer readable form is identical to the written sequence hsting has 
been fiunished 

^' I I ^® amendments have resulted in the cancellation of: 

I I the description, pages 

I I the claims, Nos. 

, 1 I the drawings, sheets/fig. 

5. Q This report has been established as if (some of) the amendments had not been made, since they have been considered to 
go beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).f * 



Replacenient sheets which !mve beenfurnisJied to the receiving Office in response to an invitation under Article 14 are referred toiutliis 
report as "originally filed" and are not annexed to this report since they do not contain amendments (Rules 70, 1 6 and 70, 1 7). 

Any replacement sheet containing such amendments must be referred to under item J and amiexed to this report 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial appUcability; citations 
and explanations supporting sudi statement 



1. Statement 

Novelty (N) Claims 1-18 YES 

Claims NO 



Inventive step (IS) Claims 1-18 



YES 



Claims NO 



Industrial appUcability (lA) Claims 1-18 YES 



Claims tiO 



2. Citations and explanations (Rule 70.7) 

The Ihtematioiial Search Report cited the following documents: 
Dl: WO 1992/018462 
D2: WO 1990/007495 

D3: Chemical Abstract Accession No 128: 1 14885 
D4: Chemical Abstract Accession No 124:25029 1 
D5: Cliemical Abstract Accession No 85:21030 
D6: Chemical Abstract Accession No 77:19487 
D7: Chemical Abstract Accession No 70:1 1493 
D8: Chemical Abstract Accession No 70:4085 
D9: Chemical Abstract Accession No 65:821 15 
DIO: Chemical Abstract Accession No 58:33237 
Dll: Chemical Abstract Accession No 58:33236 
D12: Chemical Abstract Accession No 55:1 18498 
D13: Chemical Abstract Accession No 54:86477 

As a result of the provisos included by the applicant in the letter of 3 1 January 2005 and 24 February 2005, 
claims 1-18 can be regarded as novel and inventive. The provisos have resulted in the exclusion of the following 
confounds: * 

Dl disdcses compounds with RN 145961-44-0, 14961-52-0 and 145962-20-5; D4 discloses compounds witii 
RN 175357-71.8 and 175357-72-9 (both relevant to claims 1, 7, 8, 1 1, 13, 15 and 16); 

"^^l^^if^l^^^^ wifli RN 59564-27-1 and 59564-28-2, prepared by the treatment of isoflavone with 

HONH2 (relevant to claims 1 and 6); 
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(To be used when the space in any of the preceding boxes is not sufBcient) 
Continuation of V 

D2 disclose compounds with RN 131210-14-5, 131210-15-6, 131210-16-7,. 131210-17-8, 131210-18-9, 131210-19-0, 
131210-20-3, 131210-21-4 and 131210-22-5 (relevant to daim 1); 

D3 discloses compounds with RN 201678-42-4 and 201678-41-3 (relevant to claim 1); 

D6 discloses the compound with RN 36944-54-4 (relevant to claim 1); 

D7 discloses compounds with RN 20986-74-7, 20986-75-8, 20986-76-9, 20986-79-2, 20986-80-5, 20986-81-6 and 
23624-08-0 (relevant to claun 1); 

D8 discloses conq)ounds with RN 20991-23-5, 20991-24-6 and 20991-25-7 (relevant to claim 1); 
D9 discloses the compound with RN 7622-46-0 (relevant to claim 1); 

DIO discloses confounds with RN 97497-17-1, 100322-08-5, 100435-21-0 and 100767-92-8 (relevant to claim 1); 

Dll discloses compounds with RN 59564-27-1, 89286-01-1, 89286-02-2, 89286-03-3, 97724-24-8, 100322-08-5, 
100657-54-3, 100733-86-6, 100733-87-7, 100767-92-8 and 100802-67-3 (relevant to claim 1); 

D12 discloses the compound with RN 122701-70-6 (relevant to claim 1); 

D13 discloses compoimds with RN 114863-28-4 and 1 14863-29-5 (relevant to claim 1). 

Claims 9, 10, 12, 14, 17 and 18 are novel and inventive when con:5)ared to D1-D13 because there is no disclosure of 
the methods, agents, compositions or drink/foodstuff of these claims, nor is tiiere any disclosure that would render 
these obvious. 

Claims 1-18 meet the requirement of industrial applicability. 
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or when X is NR12, the substituent Ru may be a bond such that Rg and X together with the 
caxbon atoms to which they are attached foim one of the following structures: 





where Y is 



and wherein 

^\ 7 R2, R<5:, R4, Rs, R6, R7, Rs and Z are as defined above, and 

the drawing ^ represents either a single bond or a double bond and when it is a smgle 



bond, the drawing / . represents, 
which compounds mdude phannaceutically acceptable salts and derivatives thereof 



witih the proviso that compounds of die fotmiaa 




wherein 
XisForCl, 
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7-Methoxy-iso£lavanone (2,4-dinitrophcnyl)hydra2one 

7-Hydroxy-4'-methoxy-isoflavanone(2,4-dinitropheayl)hyd^ 

5J-Dimethoxy-i$oflavaaone(2,4-di3aitrophenyl)hy<irazonc 

6- Methoxy-i5o£lavanone (2,4-dimtrophenyl)hydrazone 
4^5,7-trimethoxy-isoflavanone(2,4-dinitrophcnyl)hydi^ 

7- M€thoxy-2-methyl-isoflavanone(2,4-dinitrophenyl)hydra2on^ 
2-(Hydn>xymethyl)-7-mefeoxy-isoflavanonc(2,4-dim^^ 

and hydrochloride salts thereof are specifically excluded. 
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Ra (Vlll) 



wherein 

Ri, R.2, R3, Ri, R5, R^, R7 ajid Rs are independently hydrogen, hydroxy, ORy, 0C(0)R9, 
0S(0)R9, alkyl, aryl, aiylalkyl, thio, alfcylthio. bromo, chloro or fluoro, 
Rq is alkyl, fluoroalkyl or arylalkyl, 

R13, Ri4.and R15 are independently hydrogen, amino, cyano, thio, nitro, or optionally 
substituted alkyl, haloalkyU acyl, aryl, aiylalkyl or alkylaryl, or the subsKtuents R14 and 
Rj5 togetfier with the nitrogen atom to which they are attached foim an optionally 
substituted cyclic heteroalkyl or heteroaromatic structure, 

Rj6 and Ri7 are independently hydrogen, amino, cyano, thio, nitro or optionally 
substituted aDcyl, haloaJkyl, acyl, aiyl, arylalkyl or aJkylaryl, or the substituents R16 and 
Ri7 taken together with the carbon atom to which they are attached foim an optionally 
substituted isoflavonoid ring system, and 
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the drawing represents either a single bond or a double bond. 

3. A compound according to claim 2, wherein 
Ri is hydrogen, 

R2, R3, R5> R^s and Rs aie independently hydrogen, hydroxy, OR9, OC(0)R9, alkyi, aryl or 
arylalkyl, 

R4 and R7 are independently hydroxy, OR9 or OC(0)R9, 

Ro.is methyl, ethyl, propyl, Isopropyl or trifluoromethyl, and 

Ri3, Ri4 and R]5 are independently hydrogen, methyl, ethyl, propyl, isopropyl, 

trifluoromethyl or optionally substituted phenyl, naphthyl or benzyl, or the substituents R,4 

and Kis together with the nitrogen atom to which they are attached fomi an optionally 

substituted cyclic heteroalkyl or heteroaromatic structure, ' 

Ri€ and R17 are indq>endently hydrogen, methyl, ethyl, propyl, isopropyl, ' 

trifluoromethyl or optionally substituted phenjd. naphthyl or benzyl, or Hie substituents Rio 

and R,7 taken together with the carbon atom to which Ihey are attached fonn an optionally 

substituted isoflavonoid ring system, and 

tfxe drawing " rcsprescnts dither a single bond or a double bond . 

4. A compoimd according to claim 3 , wherein 
Ri is hydrogen, 

R2, R<5, R^, R<5 and Rg are independently hydrogen, hydroxy, OR9, OC(0)R9 or methyl, 

R4 and R7 are independently hydroxy, PR9 or 0C(0)R9, 
R9i$ methyl, 

Ri3 is hydrogen, methyl, ethyl, trifluoromefhyi, phenyl, chlorophenyl, nitrophenyl, 
toluyl, naphthyl, benzyl, chlorobenzyl, nitrobenzyl or methylbenzr/l, 
Rj4 is hydrogen and R,5 is hydrogen, methyl, ethyl, trifluoromeflijd, phenyl, 
chlorophenyl, nitrophenyl, toluyl, naphthyl, benzyl, chlorobenzyl, nitrobenzyl or 
methylbenzyl, or the substituents Ru and Rxs together with the nitrogen atom to which 
they are attached form an optionally substituted cyclic heteroalkyl or heteroaromatic 
structure, * 



Amended Sheet 
IPEA/AU 




PCT/AU2003/001446 
leived 31 January 2005 



-51- 



Ri6 and Rn are independently hydrogen, methyl, ethyl, trifluoromethyl, phenyl, 
chlorophenyl, nitrophenyl, toluyl, naphthyl, benzyl, cWorbbenzyl, nitrobenzyl or 
methylbenzyl, or the substituents Ri^ and R17 taken together with tbe carbon atom to which 
they are attached fojm an optionally substituted i$oflavonoid ring system, and 
the drawing represents a single bond, 

5. A compound according to claim 4 selected fiom compounds (1) - (1 4): 

4',7-Dihydroxyisoflavanone (phenyl)hydrazone (1) 
4'f7-Dihydroxyiso£lavanone (4-nitioph6nyl)hydrazone (2) 
4*,7-Dibydroxyi5oflavanone (4-methylphenyl)hydrazone (3) 
4',7-Dihydroxyisoflavanone (benzyl)hydra2:one (4) 
4',7-Dihydroxyisoflavanone (4',7-dihydroxyisoflav«aone)hydrazone (5) 
.4*,7-Dihydroxyisoflavanone (2-chlorophenyl)hydrazone (6) 
4',7-Dihydroxyiso£lavanone (3-chlorophenyl)hydrazone (7) 
4',7-Dihydroxyi&o£lavajtiotie (4-chloropheiiyl)hydrazone (8) 
4!,7-Dihydroxyisoflavanone (2-pyridyl)hydxaTOne (9) 
4',7-Dihydroxyisoflavanone (4-cyanoph^yl)hydraione (10) 
4\7.Dihydroxy-4-methylimino-isoflavan (11) 
4*,7-Dihydroxyiso£lavanone oxime (12) 
4-Amitto-3',4'-dimethoxy-7-hydroxy-8-methylisoflavan (13) 
N-[3\4'-dimethoxy'7-hydroxy-8-methyl-4-chrbmaayl)-acetanude (14) 
which compounds include pharmaceutically acceptable salts thereof, 

6. A process for the preparation of a compound of formula (I) as claimed in any one 
of claims 1 to 5 comprising the step of reactmg the4-keto group of a compound of the 
£:a:mula(X): 
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OQ 



wherein 

Ri, Ra, R3, R4, R5, R<5, R,, Rg aiid X aie as defined in claim 1, md 
ttie drawing "~" represents either a single bond or a double bond, 
with an aminating agent. 

7. A method for the treatment, prophylaxis or amelioration of a disease or disorder 
which method includes the step of administering a therapeutically efifectivc amount of one 
or more compounds of foraiula (I) or a pharmaceutically acceptable salt or dwivative 
thereof to a subject, 

with the proviso that the compounds and phaimaceatically acceptable salts of 
3,4-Dihydro-3-phenyl-2H-l-bBnzopyran-4-amine 

N-(3,4-Dihydro-3-phenyl-2H-l-benzopyrau-4-yl)-a-phenyl-benzeneacetamidei and 

N-(3At«hydro-3-(4-hydroxyphenyl>2H-l-bcnzopyian^-yl]-o^pihenyl-benzeiieacetami 
are disclaimed for the treatment, prophylaxis or ameUoration of atherosclerosis. 

8. A mediod for the treatment, prevention or ameUoration of diseases associated with 
aberrant cell survival, abeirant cell proliferation, abnormal cellular migration, abnormal 
angiogenesis, abnormal estrogcn/androgen balance, dysfunctional or abnormal steroid 
genesis, degeneration including degenerative changes within blood vessel walls, 
inflammation, and immunological imbalance, which comprises administering to a subject 
one or more compounds of the formula (I) or a pharmaceutically acceptable salt or 
derivative thereof optionally in association with a carrier and/or excipient, 

with the proviso that the compovmds and pharmaceutically acceptable salts of 
3,4-DihydrO'.3-phenyl-2H-l -benzopyran-4-amine 

N-(3.4-Dihydro.3-phenyl-2H-l-ben2:opyran-4-yl)-o-ph6nyl-b6nzeneacetamide,and 
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N-[3,4-Dihydro-3-(4-hydTOx>i5henyl)-2H-l-ben2op>^ 

are disclaimed for the treatment, prophylaxis or amelioration of atherosclerosis. 

9. A method of mducipg qjoptosis m cells expressing abnormal prosurvival 
phenotype v^ch coraprises contacting said cells with one or more compounds of the 
formula (1) or a pharmaccutically acceptable salt or derivative thereof optionally in 
association with a carrier or excipient 

10. A method for inhibiting migratioii of cells having an abnormal cellular migration 
phenotype which comprises contacting said cells with a compound of the formula (I) or a 
pharmaccutically accqstable salt or derivative thareof optionally in association with a 
carrier or excipient. 

11. A mettiod for inhibiting angiogenesis in tissue expressing aberrant angiogenic 
phenotype whidi comprises contacting said tissue with a compouixd of the formula (I) or a 
pharmaccutically acceptable salt or derivative thereof optionally in association with a 
carrier or excipient, 

with the proviso that the compounds and pharraacewtically acceptable salts of 

3ADihydro-3-phenyl-2H"l-benzopyran-4-amine 

N-(3ADxhydro-3-plienyl-2H-l-ben2M>pyran-4-yl)-a-phcnyl-b€^ 

N-[3,4-Dihydro-3.(4-hydroxyphenyl)-2H-l-ben2opycan^^^ 

iare disclaimed for the treatment, prophylaxis or amelioration of atherosclerosis. 

12. A method for the treatment, prevention or amelioration of cancer in a mammal 
which method comprises the step of bringing a compound of formula (1) or a 
pharmaccutically acceptable salt or derivative thereof into contact with cancerous tissue in 
a mammal that is suffering from a tumour, such that neoplastic development m said 
cancerous tissue is retarded or arrested. 

13. Use of one or more compounds of formula (I) or a phaxmaceutically acc<q)table salt 
or derivative thereof in the manufacture of a medicament for the treatment of a disease or 
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disorder, 

with the proviso that the compounds and pharmaceutically acceptable salts of 
3,4-Dihydro-3-phenyl-2H- l-benzopyran-4^aniine 

N-(3,4'Dihydro-3-phenyl-2H-l-benzop>Tan-4-yl)-a'phenyl-benzeneaceta^ 

N-[3,4-Dihydro-3-(4-hydroxyphenyl>2H-l.ben2opyran-4-yl]-^^ 

are disclaimed for the use in the manufacture of a medicameat for the treatment, 

prophylaxis or amelioration of atherosclerosis. 

14. Use of a compound of fomiula (I) or a pharaiaoeutically acceptable salt or 
derivative thereof as an anti-inflammatory agent. 

15. An agent for the treatment, prophylaxis or amelioration of a disease or disorder, 
which agent comprises one or more compounds of fomiula (1) or a pharmaceutically 
acceptable salt or derivative thereof 

with the proviso that the compounds and phannaceutically acc^tablc salts of 

3,4-Dihyd3Po-3-phenyl-2H-l-benzopyran"4-amine 

N<3,4-]Mhydro-3-phenyl-2H-l.ben2»pyran-4-yl)-cfrphen^^^ 

N-[3,4-Dihydro-3-(4-hydro7cyphcnyl>2H-l-benzopyran-4-yl]-c^^^ 

are disclaimed for the treatment, prophylaxis or amelioration of atherosclerosis. 

16. A pharmaceutical composition which comprises one or more oompojmds of 
fomiula (I) or a pharmaceaticaUy wceptable salt or derivative thereof in association with 
one or more pharmaceutical oarriers, wcipients, auxiliaries and/or diluents. 

with the proviso that the compounds and phaimaceutically acceptable salts of 
3,4-Dihydro-3-phenyl-2H- 1 -benzopyran-4-amine 

N-(3,4-'Dihydro-3-phenyl-2H-l-benzopyran-4-yl)-o^jihcnyl-benzeneacetami 

N-[3ADihydro-3-(4-hydroxjThenyl)-2H.l-benzopyran.4-yl]-^^ 

are disclaimed. 

17. A drink or food-stuff, which contains one or more compounds of formula <I) or a 
phatmaceuticaUy acceptable salt or derivative thereof. 
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.18, A compound of formula (I) or a phannaceutically acceptable salt thereof as herein 
described with reference to the Examples and/or accompanying drawings- 
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Y is H or F, and 

Z is CI, Br or CF3 

are specifically excluded, and 

with the proviso that the following compounds 
3,4-Dihydro-3-phenyl-2H-l-benzopyran-4-ainmc 

N-(3 ,4.Dihydro-3-phenyI-2H-l-benzopyran-4-yI)-a-phenyl-benzeneacetamide 

N-[3 ,4-Dihydro-3-(4-hydroxyphenyl)-2H- l-benzopyian-^ylj-a-phenyl-benzeneac^ 

2,3-Dihydro-3-phenyl-4H-l-benzopyran-4rOiie oxime 

2,3-Dihydro-3-phenyl-4H-l-benzopyran-4-one O-acetyloxime 

N-[3-(3,4-Dimethoxyphcnyl>3,4-dihydn>-7,8-dimethoxy-2H-l^ 
formamide 

2.3- Dihydro-2,3-diphenyl-4H-l-beiizopyran-4-onehydrazone 
4\7-DimetIioxy-isoflavanone oxime 

3.4- Dihydro-3-phenyl-2H-l-benzopyraix-4-ainine 
N-(3 -Phenyl-4-chromanyI)-acetamide 
N-(7-Methoxy-3-phenyl-4-chromanyl)-acetamide 
4\7-Dimethoxy-4-i$oflavanamine 

N-[7-Methoxy-3-(p-mcthoxyphenyl)-4-chromanyI]-acetainide 
7-Methoxy-3-isoflavanaTnine 

2-Hydroxy-isoflavanone (2,4-dinitrophenyl)hydrazone 
7-Methoxy-isoflavanone oxime 

7-Methoxy-3 \4'-(methylenedioxy)-isoflavanone (2»4-dinitrophenyl)hydrazone 
7-!Methoxy-isoflavanone phenylhydrazone 
S,7T-Dimethoxy-isoflavanone (2,4-dinitrophenyl)hydra20ne 
2»3-Dihydro-3-ph6nyt-4H-l-benzopyran-4-one oxime 
Isoflavanone (2,4-dimtrophenyl)hydrazonc 

6- HydFoxy-iso£lavanone (2,4-dinitropheny])hydra2one 
Tr-Hydroxy-isofiavanone (2,4-dinitrophenyl)hydrazone 
Isoflavanone semicarbazone 

'7-Methoxy0^4'-(methylenedioxy)-isoflavanone(2,4-dimtrophenyl)hyd 

7- Hydroxy-3\4Xmethylenedioxy)-i5ojBavanone(2,4-dinitropheiiyl^ 
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